The selective pressures challenging the human population leave genetic signatures. This study was designed to detect positive and balancing selection on the proprotein convertase subtilisin/kexin type 6 (PCSK6) gene by four different approaches (FDIST, 
Introduction

21
Human-specific phenotypic and behavioural variability can be at least partly 
24
An investigation of these natural selection processes acting on particular genetic loci 25 is therefore suited to provide insights into the functional relevance of genes. proposed candidate genes might be regarded being subjected to natural selection. However, rs11855415 and rs7182874 were not associated with hand skill in a (Seidah & Prat, 2012 which vary in size and the 3' coding sequence (Tsuji et al., 1994) .
75
The PCSK6 protein exhibits a general organization starting from the N-terminus with 
171
We simulated the neutral distribution of FST with 100,000 iterations at a significance 172 of P < 0.005 (P (Simulation FST < sample FST) to reduce the number of false 173 positives (Antao et al., 2008). We performed the runs using the infinite allele model.
174
To avoid overestimating the percentage of outlier loci, we computed a multiple 175 testing correction based on false discovery rates (FDR) of LOSITAN. 
Results
232
PCSK6 regression tree. In the regression tree, rs9920839 is on the primary node
233
( Fig. 1) and firstly separates the populations. Rs9920839 was also found by both 234 LOSITAN and BayeScan under directional positive selection (Fig. 2, Fig. 3 and Table   235 2 Fig. S1 ). This decline, however, is comparatively rapid,
267
so that we can assume a very old selective sweep. The iHS scores ( these observations, an association of PCSK6 and painful joint diseases is probable.
387
These results point to the probability that positive selection on PCSK6 could also be 388 directed towards its function in the development of arthritis. has to be kept in mind that the method of selection detection forbids direct inferences about a phenotype and conclusions drawn in this discussion are mainly speculative.
420
Therefore SNPs under selection provide mainly viable indicators for future research. handedness can be assumed (Raymond et al., 1996) . Thereby, the less frequent 
